We describe a female infant with mental retardation and some of the phenotypic features of Williams-Beuren syndrome. Chromosome analysis showed t(X;21) (q28;qll). Diagnosis, inactivation of the X chromosome, and possible involvement of the translocation breakpoints in the pathogenesis of this syndrome are discussed. (J Med Genet 1992;29:747-9 A de novo t(X;21)(q28;qll) unbalanced translocation in a girl with mental retardation and some of the phenotypic features of WBS is described, and the involvement of the deleted segments, Xq28-÷qter and 21pter-+ql 1, in the pathogenesis of this incomplete form of WBS is discussed.
Williams-Beuren syndrome (WBS) is characterised by peculiar facial features, mental retardation, hypercalcaemia, and supravalvular aortic stenosis (SVAS) or peripheral pulmonary artery stenosis.'2 However, cardiovascular features and hypercalcaemia are not always present.35
To our knowledge, four chromosomal abnormalities have been described in WBS:
de novo t(l2;15)(pll;p 1) by Fryns et al,6 del(4)(q33) by Jefferson et al,7 del(l5) (qi1q12) by Kaplan et al, 8 and del(6) (q22.2q23) by Bzduch and Lukacova.9
A de novo t(X;21)(q28;qll) unbalanced translocation in a girl with mental retardation and some of the phenotypic features of WBS is described, and the involvement of the deleted segments, Xq28-÷qter and 21pter-+ql 1, in the pathogenesis of this incomplete form of WBS is discussed.
Case report
The female proband was born on 30.1.89 to a 34 year old gravida 1 and her 34 year old husband. Before this pregnancy, the mother had been treated for three years with oestrogen and progesterone for sterility. The pregnancy was complicated by untreated mild systemic arterial hypertension. Delivery was at 38 weeks' gestation. Birth weight and head circumference were 2300 g and 33-5 cm respectively.
At 27 months, the proband showed delayed psychomotor development without motor deficit: she could stand, but did not walk or speak. She had an irritable but friendly and outgoing personality and moderate mental retardation (IQ= 70, Brunet-Lezine scale). The child showed hypotrophy and tonus modifications with limb hypotonia, axial hypertonia, and episodic axial stiffness with sweating but no seizures. Physical examination (fig 1, table) showed dolichocephaly and a prominent occiput. The face was asymmetrical with full cheeks, high and broad forehead, retrognathia, hypertelorism, and strabismus. Ophthalmological examination found increased papillary excavation in the right eye and a small colobomatous abnormality in the left eye. There was no stellate pattern of the iris. The ears were low set with prominent antihelix and small tragus. The nose was short with a depressed nasal bridge, full tip, and anteverted nostrils. The hands and feet showed many abnormalities including tapered fingers in permanent flexion, small nails with hypoplasia of the third phalanx of the left fifth finger, and clinodactyly of the right third, fourth, and fifth toes. The external genitalia were normal in appearance.
The question of ruling out the diagnosis in patients with some features of the syndrome led Preus4 to describe a 'diagnostic index for Williams syndrome' for those patients who might be suspected of having the syndrome. The mean (SD) of the WBS total score distribution was + 7-18 (3) (4) (5) (6) (7) (8) (9) (10) (11) (12) (13) (14) (15) (16) (17) . In our case, the score was + 4 09. 21 including high forehead, depressed nasal bridge with bulbous tip, long philtrum, low set ears, short neck, joint stiffness, finger abnormalities, skeletal abnormalities such as hip dislocation, renal and cerebral abnormalities, mild mental retardation, and abnormalities of tone. Some of these features are common to WBS. This patient is the first case of WBS reported with an unbalanced t(X;21). In the great majority of cases, WBS is a sporadic event of unknown cause. However, some familial cases have been reported.20 Findings are compatible with X linked dominant,20 autosomal dominant,2' or multifactorial inheritance. Our case raises the question of the involvement of the breakpoints on der(X) and der(21) chromosomes in the pathogenesis of this syndrome. We thank Mrs C Binet and C Platel for technical assistance and Mrs S Tritsch for typing the manuscript. 21 X der(X RHG Figure 2 Chromosomes involved in the translocation.
